and mortality from needless transplantation resulting from such assertions are of concern.
The neurological symptoms of Wilson's disease are caused by copper toxicity in specific areas of the brain, areas that coordinate movement. 2, 3 Any approach to reducing copper levels below toxic levels will stop further copper damage at that point, but symptoms arising from that damage will not begin improving until 5 to 6 months later, and will continue to improve for another 18 months (24 months from initiation of anticopper therapy). 2, 4, 5 In other words, anticopper drugs and OLT have no direct effect on the neurological symptoms, they only control copper. The brain has to repair itself, and will, slowly, to the extent that damage isn't irreversible.
The authors speak of "an unsatisfactory response to medical treatment" and suggest that "earlier transplantation" "may prevent irreversible neurological deterioration." If "an unsatisfactory response to medical treatment" means the failure to respond in the first 6 months, this is simply the natural history of the repair of the injury. None of the brain damage from copper toxicity will have repaired itself enough to allow symptomatic improvement during the first 5 to 6 months of anticopper therapy. [5] [6] [7] It is not valid to claim an unsatisfactory response to medical therapy during this period. Yet, if they are transplanted during this period, they will likely then improve (being in the 6-to 18-month window when neurological improvement occurs), appearing to justify the authors' concept that OLT has done something beyond what anticopper drugs are able to do. If "an unsatisfactory response to medical treatment" means the persistence of symptoms, sometimes quite disabling, after 2 years of therapy, these symptoms are permanent and will not be helped by any anticopper therapy, including OLT. 2, [4] [5] [6] [7] The authors seemed to have bumped into this phenomenon in some of their patients, but attribute the problem to patients not receiving transplants early enough, rather than to some patients simply having relatively severe and permanent damage.
There is one caveat to this discussion, and that is, we are not talking about using penicillamine for initial treatment of neurologically presenting Wilson's disease patients. Penicillamine should never be used in this setting because it causes 50% of patients to get worse neurologically, and 25% never recover. 8 The great risk from the authors' report is that some physicians, following their advice, are going to have patients undergo transplants for the wrong indications and, therefore, needlessly. For the last 20 years, one of us (G.J.B.) has struggled to improve the therapy of Wilson's disease and has seen and treated 250 patients, 100 of whom were referred for initial neurological treatment. Based on that experience, we offer the following guidelines:
1. Never transplant in Wilson's disease because of the neurological symptoms related to copper toxicity. Anything OLT can do for neurological symptoms, anticopper drugs can also do without the up-to-30% long-term mortality and extensive morbidity.
Transplant only in Wilson's disease based on a liver
disease status in which transplantation, versus medical therapy, represents the most favorable option for the patient. Obviously, fulminant hepatic failure falls into this category. But even in patients with cirrhosis with mild hepatic decompensation, such as ascites, mild hyperbilirubinemia, and portal hypertension, we are often able to treat the patient medically, the liver disease is partially reversible, and the patients do well. Borderline cases of more pronounced hepatic decompensation can be difficult. If they go sour, hepatic transplantation sometimes has to be performed under less than ideal circumstances, if a liver is available. We use the prognostic index of Nazer et al 9 to help triage these patients. 3. Don't forget that patients with the liver disease of Wilson's generally may have a more favorable prognosis with medical therapy than alcoholic and viral hepatitis patients, in that there is specific and uniformly effective treatment, and a substantial hepatic recovery after anticopper therapy (generally between 4 and 12 months after therapy initiation). 4. Save livers for people who really need them. Because donor livers are in such short supply and the demand for transplantation is growing at an alarming rate, the decision to perform transplantation on a patient for neurologic indications who would fare as well or better with medical therapy as surgical therapy not only does that individual a disservice, but actually means that someone else who could have been helped may die needlessly.
As with any condition, the optimal treatment of
Wilson's disease requires specific experience and expertise, which, because of the rarity of the disease, will not be available at every medical center. Some guidance can be obtained through the Wilson's Disease Association web site, www.wilsonsdisease.org.
for patients presenting only with severe neurological manifestations due to Wilson's disease and failed medical treatment, with significant recovery. Lastly, we consider it irresponsible to conclude from our report that liver transplantation should be offered as a first line of treatment to patients with hepatic or neurological Wilson's disease, with the exception of patients with Wilson fulminant hepatic failure.
